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AMENDMENTS TO THE SPECTFICAHON 

Amend the paragraph on page 38, liaes 7-34, according to the 
foUowing: 

The andgenio compositions of this invention also oomprise CT-CRM 
oontaininB at least one additional mutation at a position other than at amino 
acid residue 29. International application WO 93/13202 (36), which is hereby 
incorporated by reference, describes a scries of mutatioaa in the A subunit 
which serve to reduce the toxicity of the cholera holotoxin. These mutations 
include making substituiiona for the argiuine at amino acid 7. the agpartic acid 
at position 9, the arginme at position 1 1. the bistidine at position 44. the valine 
at position 53. the argiuine at position 54. the serine at position 61. the serine 
at position 63, the bistidine at position 70, the vellae at position 97, the 
tyrosine at position 104. the proline at position 106. the bistidine at position 
107. the glutamic acid at position 1 10. the glutamic acid at position 1 12. the 
serine at position 1 14. the tryptophan at position 127. the arginine at position 
146 and the arginine at position 192. The nucleotide sequence encoding the A 
subunit of the cholera holotoxin is set forth in International application WO 
93/13202 (SBQIPNO! 1 ^. International application WO 98/42375 (37) which 
is hereby iocoiporeted by reference, describes making a substitution for the 
serine at amino acid 109 in the A subunit. which serves to reduce the toxicity 
of the cholera holotoxin. Therefore, using conventional techniques, mutations 
at one or more of these additional positions are generated. 

Please delete the two (2) page sequence Usting. 
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The Director is hereby authorized to charge any deficiency in any fees 
due with the filing of this paper or during the pendency of this application, or 
credit any overpayment in any fees to our Deposit Account No, 08-3040. 

Respectfully submitted. 

HOWSON & HOWSONllp 
Attorneys for Appellants 
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